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REMARKS 

Amcndincnts 

Claims 1 and 1 0 arc amended above to correct the misspelling of "substituent'\ and noi for 
reasons relating to patentability. Claims 1 and 40 are additionally amended to remove mutter 
inserted by the previous amendment to which the Examiner has objected as constituting "new 
matter" (e.g., matter regarding -N-R'" and R"'), and submit that no net diminution of claim scope 
results thereby. 

Claim 41 (erroneoui^ly prcsente<l in the previous amendment as claim 42) is amended herein 
to properly depend from claim 40, as was (apparently) originally intended. 

New Mat ter 

Claims ) -16, 18-24, 26, 27, 30, 32, 34-38, and 40 were rejected under §1 12 as introducing 
new matter into the application. Applicants respectfully submit that the rcjecticm is overcome by 
the above cancellation of the material to which objection was made. 

Applicants agree that compounds 81 1 and 812 appear to be within the scope of claim 1 
where - - N«CR'-NR'K" (compound 81 1) or (CH2)o-3-NR*R" (compound 812), and that the 
previous amendment was thus unnecessary. 

keiectio n under t>n2. First P arajiragh 

A. Juiablcmcnt : Claims 1 -1 6, 1 8-24, 26, 27, 30, 32, 34-38, and 40 were rejected under 
§112, first paragraph, as lacking enablement for "individual isomers, racemic or non-raecmic 
mixtures of isomers." Applicants respectfully traverse. 

Applicants note that only a subset of the claimed compounds arc optically active, as most 
compounds of the invention named in the specification are not optically active, possessing no chiral 
center. The generic formula possesses few chiral centers, particularly when R* is 11. However, some 
compounds of the invention inherently possess a chiral center (for example, where is other than 
J J, or where R^ R^ and/or R'^ include a chiral center). Kor example, compound 132 (page 52) has a 
3-position methyl group that can have either orientation: 
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Compound 132 

Oj)c of ordinary &ki\\ ill tile art will rccognizic wlicn a compound witllin the scope of the 
invention will have a chiral center. Additionally, one of skit! in the art will be able to obtain cither 
isomer or mixtures thereof by, for example, stcreospecific or stereoselective synthesis or standard 
purilicalion methods, such as lor example, fractional ciystallization employing chiral salts, HPLC 
using a chiral support, and the like. 

With regard to the determination of relative activity or potency. Applicants note tliat the 
activity of any compound (isomer «r mixture) within the scope oflhc invention may be determined 
using the methods disclosed in the specification (which are not more burdensome than other typical 
pharmaceutical research methods), and that it is no more dimcull to test an optically active isomer 
than it is to test a compound lacking optical activity. Enablement witbin the meaning of § J 12 does 
not require Applicants to rank-order the claimed compounds by activity. Thus, Applicants 
rcspcctfiilly submit that llic claims are fully enabled. 

B. Written Descr iption: Claims 1 -1 6, 1 8-24. 26. 27, 30, 32, 34-38, and 40 were rejected 
under §112, lirst paragraph, as lacking written description for "individual isomers, racemic or non- 
raccmic mixtures of isomers." Applicants respectfully traverse. 

The language "individual isomers, racemic or non-raccmic mixtures oi" isomers" appears in 
the specification as filed at, inter alia, page 8, lines 3-7, page 26, lines 12-14, and isomens are 
discussed at page 15, line 30 to page 16, line 23. Identifying particular compounds that contain 
chiral ccntcre is a trivial matter of one of ordinary skill In the art, and thus need not be pointed out 
in detail within the specification. Thus, Applicants submit that the pre-wncc of optical isomers and 
mixtures among compounds of the invention was fully recognized at the time of filiug, and within 
the possession of the inventors. 
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In light of the foregoing. Applicants respectfully submit that all rejections of the pending 
claims have thus been overcome, and that the appliealion has been put into condition for allowance. 
Applicants hereby request a Notice of Allowance for the same. 



Roche Palo Alto LLC 
Patent Law Dept. 

3401 Hillvlcw Avenue - M/S A2-2.50 
Valo Alto, CA 94304 
Direct 650-855-.5311 
Fax 650-85.5-5322 
grant.green@roche.eom 




Grant D. Green 
Attorney for Applicants 
Reg. No. 31,259 
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1 . A compound comprising J^oi mula I: 



RO 



RO 




wherein: 



X is carbon or nitri>gen; 
Y is carbon; 

and X-Y considered logclhcr are two adjoining atoms i»rihc ring A, said ring being a fused 
aromatic ring of five to six atoms per ring optionally incorporating <me to two heteri>at<ims 
per ring, chosen from N, O. or S; wherein, when X is nitrogen, the bond between atoms X 
and Y is a single bond, and when X is carbon, the bond between atoms X and Y is double 
bond; 

Z is -C(0)-; 

each R is indejiendcntly selected i'rom lower alkyl; 
k' is selected from: 

hydrogen; lower alkyl; 

aryl; arylalkyl; arylaminocarbonyl; wherein the aryl group is optionally substituted 
witli one to two substituenls selected from lower alkyl. halo, cyano and lower 
alkoxy; and 

hcteroaryl or hctcroai-ylalkyl, wherein the aryl group is oplionally subslilulcd with 
one c»r two substituenls selected from the group consisting of lower alkyl, 
halogen, cyano, and lower alkyl; 
R^, k', and R" are each independently in each occurrence selected from: 

hydrogen; lower alkyl; 

eycloalkyl or cycloalkylalkyl, wherein the cycloalkyl group is optionally subsUtuted 
with one, two, or three substituenls selected from the group consisting of 
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hydroxy, cyaiio, lower alkyi, lower alkoxy, halo-lower alkoxy, alkylthio, 
halogen, haloalkyl, hydroxyalkyl, nilro, alkoxycarbunyl, amino, alkylajiiino, 
alkylsulfonyl, arylsulfonyl, alkylaminosulfonyl, arylaiiiinosulfonyl, 
alkylsulfonylaniino, arylsulfonylamino, alkylaniinocarbonyl, 
arylaminocarbonyl, alkylcarbonylainino, arylcarbonylamino, and phenyl 
optumally substituted with one or two substituents selected from the group 
consisting oflower alkyl, halogen, cyano and lower alkoxy; 

aj-yl or arylalkyl, wherein the aryl group is optionally substitulcd witli one, two, or 
three substituents selected from the group consistinfi of hydroxy, cyano, 
lower alkyl, lower alkoxy, halogen- lower alkoxy, alkylthio, halogen, 
haloalkyl, hydroxyalkyl, nitro, alkoxycarbonyl. amino, alkylamino, 
alkylsulfonyl, ai-ylsullbnyl, alkylaminosulfonyl, arylaminosulfonyl, 
alkylsulfonylamino, arylsulfonylamino, alkylaminocarbonyl, 
arylaminocarbonyl, alkylcarbonylamino, and arylcaibonyiamino, or Iwo 
adjacent atoms of the aryl ring can be substituted with a methylcncdioxy or . 
eUiylenedioxy group to form a fused hctcrocyelyJ ring; 

hetcrocyclyl or heterocyclylalkyl, wherein the hclerocyclyl group is optionally 
substituted with OTic, two, or three substituents selected from the group 
consisting of hydroxy, hydroxyalkyl, oxo, cyano, cyanoalkyl, lower alkyl, 
lower aikoxy, alkoxyalkyl, halogen-lower alkoxy, alkylthio, halogen, 
haloalkyl, nitro, alkoxycarbonyl, amino, alkylamino, alkylsulfonyl, 
arylsulfonyl, alkylaminosulfonyl, arylaminosulfonyl, alkylsuUonylamino, 
arylsulfonylamino, alkylaminocarbonyl, aiylaminocarbnnyl, 
alkylcarbonylamino, arylcarbonylamino, ajid phenyl optionally substituted 
with one or two substituents selected from the group consisting oflower 
alkyl, halogen, cyano and lower alkoxy; 

hctcroaiyl or heleroarylalkyl, wherein the heieroaryl gix)up is opticmally substituted 
with one, two, or three substituents selected from the gr^>up consisting of 
hydroxy, cyano, lower alkyl, lower alkoxy, halogen-lower alkoxy, alkylthio, 
halogen, haloalkyl, hydroxyalkyl, nitro, alkoxycarbonyl, amino, alkylamino, 
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alkylsulftmyl, arylsulfonyl, alkylaminosulfonyl, aiylajninosuJfonyl, 
alkylsulfonylamino, arylsulfonylaniino, alkylaminocarbonyJ, 
arylaminocarbonyl, alkylcarbonylamino. and aiylcarbonylamino; 

hydroxy; hydroxyulkyl; alkoxy; alkoxyalkyl; 

halo; haloalkyi; cyuno; cyanoalkyl; and 

-(CIl2)o.3NR'R"; -C(=N1))^N)<'R"; -N-C(-NR')-R"; -N=CR'«NR»R-; -SOzNR'R"; 

-NwSO^R'; -C(0)R'; -C(0)NR' R"; or -NC(0)R'; 
with the proviso thai 1 1' A is a benzene ring, at least one of R^, R^ or is not 

hydrogen; or 

R^ and U^ if adjaccnl, lakcn together with the carbons to which they are attached may form 
a 5- to 7- membcrcd ajx)matic, saturated or unsaturated ring, optionally incorporating 
one or two ring hetcroatoms chosen from N, S, or O, which can be optionally 
substituted with one or two substituents selected from lower alkyi, halo, haloalkyi, 
cyano, alkylthio, and lower alkoxy; and 

R' ajid R" are independently in each occurrence selected from: 
hydrogen; lower alkyl; substituted lower alkyl; 
hydroxyalkyl; alkoxyalkyl; 

cycloalkyl. wherein the cycloalkyl group is optionally substituted with one, two, or 
three substituents selected from the group consisting of hydroxy, cyano, 
lower alkyl, lower alkoxy, halogcn-lowcr alkoxy, alkyllhio, halogen, 
haloalkyi, hydraxyalkyl, nilro, alkoxycarbonyl, amino, alkylamino, 
alkylsulfonyl, arylsulfonyl, alkylaminosulfonyl, arylaminnsulfonyl, 
alkylsullonylamino, aiylsulfonylamino, alkylaminocarbonyl, 
aryhtminocarbonyl, alkylearbonylamino. ajylcarbonylamino, and phenyl; 

aryl or arylalkyl, wherein the aryl gmup is optionally substituted with one, two, or 
three substituents selected from the gix>up consisting of hydroxy, cyano, 
lower alkyl, lower alkoxy, halogen-lower alkoxy, alkylthio, halogen, 
haloalkyi, hydroxyalkyl, nilro, alkoxycarbonyl, amino, alkylamino, 
alkylsulfonyl, arylsulfonyl, alkylaminosulfonyl, arylaniinosulfonyl, 
alkylsulfonylamino, arylsulfonylaniino, alkylaminocarbonyl, 
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urylaniinocarbonyl, alkylcarbonylainino, ajid aiylcaibonylajnino, or two 
adjacent atoms of the uryl ring can be substituted with a mcthylcncdioxy or 
cthylcncdioxy group to form a fused heterocyclic ring; 
hctcroaryl or hclcroarylalkyl, wherein the heteroaryl group is optionally substituted 
with one, two. or three substituents: selecled from the group consisting of 
hydroxy, cyano, lower alkyl, lower alkoxy, halogun-lowcr alkoxy, alkylthio, 
halogen, halnalkyl, hydroxyulkyl, niiro, alkoxycarbonyl, amino, alkylamino, 
aJkylsulfonyJ. arylsulfonyl, alkylaminosulfonyl, arylaminosulfonyl, 
alkylsulfonylamino, arylsulfonylamino, alkylaminocarbonyl, 
arylaminocarbonyl, alkylcarbonylamino, and arylcarbonylamino; 
heterocyclyl or heierocyclylalkyl, wherein the hclcrocyclyl group is optionally 
substituteii with one, two, or three substilucnls selected from the group 
consisting ofhydroxy, oxo, cyauo, cyanoalkyl, lower alkyl, lower alkoxy, 
halogen-Iowcr alkoxy, alkylthio, halogen, haloalkyl, hydroxyalkyl, nitro, 
alkoxycarbonyl, amino, alkylamino, alkylsulfonyl, aiylsulfoayl, 
alkylaminosulfonyl, arylaminosulfonyl, alkylsulfonylamino, 
arylsulfonylamino, alkylaminocarbonyl, arylaminocarbonyl, 
alkylcarbonylamino, arylcarbonylamino; 
or R' and R" together with tlie nitiogcn to which tliey are attached may form a 5- to 7- 

mcmbercd ring, optionally incorporating one additional ring heteroatom chosen from 
N, O or S; wherein this ring is optionally substituted with one or two subslitucnts 
selected from the group consisting of lower alkyl, halogen, cyano, lower alkoxy and 
phenyl optionally substituted with one or two substitucnls selected from the group 
consisting of lower alkyl, halogen, cyano and lower alkoxy; 
or individual isomers, raccmic or non-racemic mixtures of isomers or pharmaceutical ly 
acceptable salts or solvates thereof. 



2. The compound of Claim 1 , wherein X is carbon. 



3. The compound of Claim 1, wherein X is mlrogcn. 
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4. The compound of Claim 1, whcirin is hydrogen. 

5. The compound of Claim 4, wherein X is carbon and A is a fused my) ring. 

6. 'J'he compound of Claim 5, wherein A is a fUsed benzene ring. 

7. The compound of Claim 4, wherein X is carbon and A is a fused hclcroaryJ ring. 

8. The compound ol' Claim 7, wherein A is a fiised pyrimidinc ring. 

9. 1 he compound of Claim 7, wherein A is a fused pyrrole ring. 

10. The compound of Claim 9, wherein and R^ lakcn logcthcr with the caibons to which they 
arc aliachcd Ibrm a fused benzene ring, optitmally substilulcd with one or two substltuents selected 
from lower alkyl, halo, haloulkyl, cyano, alkyllhio, or lower alkoxy. 

1 1 . The compound of Claim 7, wherein A is a fused pyridine ring. 

1 2. The compound of Claim 7, wherein A is a fused imidazole ring. 

13. The compound of Claim 4, wherein X is nitiogcn and A is a fused imidazole ring. 

14. The compound ofClaim 4, wherein is .(Cli2)o 3NR1<" or -SOiNU'R", and wherein R' and 
U" are indcpcndcnlly in each occurrence selected from hydrogen, lower alkyl, substilulcd lower 
alkyl, cycloalkyl, aiyl, aiylalkyl, heteroaryl, and helen>arylalkyl, or R* and R" logclher with the 
nitrogen lo which Ihcy arc attached may form a 5- to 7- membercd ring, oplionally incorporating 
one additional ring heteroalom chosen from N, O, or S. 
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1 5. Tlic compound of Claim 6, wherein is -(CH2)imN11'R" or -SO^NR'H". and wherein R' and 
R" are indcpctldcntly in each occurrence selected from hydrc»gen, lower alkyl, substituted lower 
alkyi, cycloalkyl, aryl, arylalkyl, hclcroaryl, and heteroaiylalkyi, or R' and R" together with the 
nilrogcn to which they are attached may form a 5- to 7- membcrcd ring, opUonally incorporating 
one additional ring helcroatom chosen from N, O, or S. 

1 6. Tlic compound of Claim 1 5, wherein Z is -C(0)-. 

17. (Canceletl). 

1 8. The ctmipound of Claim 6, wherein 11^ is sclcclcd from the groups -C(NH)-N1<.'R", -N- 
C(NR')-U", and -N-CR'-NR'R", and wherein R' and R" arc independently in each occurrence 
selecleU from hydrogen, lower alkyl, substituted lower alkyl, cycloalkyl, aryl, arylalkyl, hctcroaryl. 
and heteroarylalkyl, or R' and R" together with the niUogcn to which they are attached may form a 
5- to 7- membered ring, optionally incorporating one additional ring hcteroatom chosen from N, O, 
or S. 

19. The compound of Claim 1 8, wherein Z is -C(0)-. 

20. A compound of Claim .6, wherein R* is aryl or hetoroaryl. 

21. A compound of Claim 6, wherein R^ is alkoxy, cyano, or cyanoalkyl. 

22. The compound of Claim 8, wherein R' is -(ClIiVjNR'R" or -SOiNR'R", and wherein R' and 
R" are independently in cacli occurrence selected from hydrogen, lower alkyl, .substituted lower . 
alkyl, cycloalkyl, aryl, arylalkyl, hetert»aryl, and heteroarylalkyl, or IV and K" together with the 
nitrogen to which they arc attached may form a 5- to 7- membered ring, optionally incorporating 
one additional ring hcteroatom chosen from N, O, or S. 
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23. The compound of Claim 22, wherein is -NR'J<", and wherein R' and R" arc selected from 
hydrogen or alkyl, or R' and R" taken together with the nitrogen to which they are attached may 
form a 5- to 7- membcrcd ring, optionally incorporating tmc additional ring heteroatom chosen from 
N, O, or S. 

24. The compound of Claim 22, wherein Z is -C(0)-. 

25. (canceled). 

26. The compound of Claim 1 3, wherein R' is -(ClJ2)o.3NR'R" or -SOjNR'R", and whercin R' 
and i<" are independently in each occuirence selected from hydrogen, lower alkyl, substituted lower 
alkyl, cycloiilkyl, aryl, arylalkyl, heteroai-yl. and hclcroarylalkyl, or R' and R" together with the 
nitrogen to which they arc attached may form a 5- to 7- membcrcd ring, optionally incorporating 
one additional ring hutcroatoin chosen from N, O or S. 

27. The compound of Claim 26, wherein Z is -C(0)-. 

28. (Canceled), 

29. The compound of Claim 1 , wherein the compound is: 
(),7-dimethoxy-2-L5-(4-methoxy-phenyl)-3,4-dihydro-lI]-isoquinolin-2-yll-3H-quinazolin- 

4-one; 

6,7-dimethoxy-2-[7-(4-racihoxy-phenyl)'3.4-dihydro-lH-isoquinolin-2-yl]-31J-quina7X)lin- 
4-onc; 

6,7-dimethoxy-2-(4-morpholin-4-yl-5,S'dihydro-fi//-pyridof3,4-rfJpyrimidin-7-yl)-3//- 
quinai£olin-4-onc; 

fi,7-dimclhoxy-2-(5-pyridin-3-yl-3,4-dihydro-l/y-isoquinolin-2-yl)-3//-quinazolin-4-one; 

2-(4-benzylajnino-5,8-dihy<lro-6//-pyrldo[3.4-dJpyrimidin'7-yl)-6,7-ditncthoxy-3/y- 

quinazolin-4-one; 

6,7-dira6lhoxy-2-(5-pyrrolidin-l-yl-3,4-dihydro-iy/-isoquinolin-2ryl)-3«-quinazolin-4-onc; 
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6J-dimclhoxy-2-(5-pyridin-4-yl-3,4-dihydro-l/y'isoquinolin-2-yl)-3//-ciiiina 
6j-ditnclhoxy-2-(5-pyriiiiidin-5-yl-3,4-dihydro-l/y-isoquinolin-2-yl)-3/7-qui^^^ 
2-(6,7-dimclhoxy-4-oxo- 1 ,4-dihydro-qujtiazoHn-2-yl)- 1 ,2,3,4-tetrahydro-isoquinolinc-7- 
sul Tonic acid (2-pyridiiv2-yl-ethyl)-amidc; 

2-(6,7-dimelhoxy-4-oxo-3,4-dihydro-quinazolin-2-yl)-6,7-dimethoxy-l^ 
ispquinolinc-5-carbonilrile; 

6,7-dinicthoxy-2'L5-(l ^-pym>l-2-yl)-3.4-dihydro- ) //-isoqumolin-2-yl]-3//-quinazolin-4- 

onc; 

2-[5-(J//-jnikia/.ol-2-yl)-3,4-diliydro-l//-isoq«iiiolin-2-yl]-6,7-di 
one; 

6J-d!methi)xy-2-[4-(4Mncthyl-pipera7jn-l-yl)-5,8-dihydro-6//-pyrido[3,4-^ 
ylJ-3/y-quina7.c)ljn-4-oiic; 

6,7-diincthoxy-2-{4-[(2-methoxy-cthyl)Miiethyl-amino]'5,8-dihydro-6//-pyrido[ 
pyrimidin-7-y] ) -3/y-quinazoJin-4-one; 

G,7Klimelhoxy-2-f5-(inorpholine'4'Sulf<myl)-3,4-dihydro-l//-isoqiiin^^ 
qujna7.oHn-4-oiic; 

6,7-dimelhoxy-2-(4-pipcridin-l'yl-5,8-dihydro-6//-pyridoL3,4-rfJpyrimi 
qujnazolin'4'-onc; 

6,7-dimclhoxy-2-L5<l-niorpIiolin-4-yl-inclhanoyl)0,4-dihydro-3//-isoqLU 
quina'/.olin-4-onc; 

6J'dimethoxy-2-(l-phcnyl-l,4,6j-tetrahydro-hnida2o[4,5-cJpyndin-5-yl>3//-^ 
one; 

24 1 -(4-chloro-phcnyl)-l ,4,6,7-tctrahydro-imidazt)f4,5-c]py^^ 
quinazolin-4-()ne; 

6,7-dimethoxy-2-(l-naphlhalc2i-2-yNl,4,6J-tetrahydro-imidazo[4,5-cJpyndjiv5 
quina/olin-4-c)ne; 

6,7-diinethoxy-2-r 1 -(4-nicthoxy-pheny 1)- 1 ,4,6,7-lctrahydio-imidazo[4,5-f;]pyridin-5-yl]-3//- 
quina/.o1in-4-onc; 

2-[l -(3-clilovo-plicnyl)- 1 J-tetrahydru-imida/.or4,5-c']pyridm-5-yl]'67-dinic^^ 
quina/.olin-4-onc; 
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6 J-aimeihoxy-2-( l-/w-tolyl- 1 ,4/^7-tctrahyclro-^mit^^^^^^ 
4-one; 

6jHlimelh(>xy-2-(3-phcnyl-5,6-dihydro-8/y-imidH/.o[l,5-a]pyra^^^ 
one; 

2-(3^yclohexyl-5,6-dihydro-8//4midazo[J.5-aJpyra7jn-7'yl)-6,7-dinicl^ 
4-one; 

6,7-diincthoxy-2-( 1 ,3,4,9-lelriahydro-|3-carboliii-2-yl)0//-qum 

6,7'dimclhoxy-2'(6'metlH)xy-l,3,4,94clraliydix)^(i«carbolin-2-ylV3//-quiii^^^^^^ 

6,7-ditncUioxy-2-(7-methyli;ulfanyl-l,3,4,9-iclrahydro-(i-carbolm^ 

one; 

2.(3,4-dihydro' 1 /7-2,7 J 0-triaza-anlhraccn-2-yl)-6,7-dimethoxy-3^^ 
A^[2-(6,7-dimetlioxy-4-oxp-3,4-dihydro-quinazolin-2-yl)-l,2,3.4-tetruhydro^ 

yl]-cyc]opcntaiiecarboxamidine; 

6j-dimethi)xy-2-(5-moipholin-4-ylmethyl-3.4-dihydro-l//-isc)quinolin-2-yl)-3 
qujnazolin-4-ontj; 

6,7-dimethoxy-2-(5-piporidinO-yhnclhylO,4-dibydro-l/y-isoquinulin-2-y^ 
4-ono; 

2-[5-(4,5-diliydro-l//-imida7X)l-2-ylamino)-3,4-dihydro-l/Aisoquinolin-^^^ 
dimclhoxy-3/7-quinazolin-4-onc; 

A^-f2-(6,7-dimcthoxy-4-oxu-3,4-dihydro-qLnnazolin-2-yl)-l,2,3,4-tetrabydro-isoq 
ylj-cyclobulanccarboxamidinc; 

7V-f2-(67-dimcthoxy'4-oxo-3,4-clihydro-quinazolin-2-yl)-l,2,3,4-tetJ'ahyd^^^ 
y]]-bulyramidinc; 

>V-[2-(6,7-dimclhoxy-4-oxo-3,4-dihydro-quina/i>lin-2-yl)-l,2,3,4"tctrali^^^ 
yl]-jV,yV-dimethyl-formamidinc; 

6,7-dimcthoxy-2'[5^(l -nielhyI-4,5-dihydro-3//-pyrrol-2-ylamino)-3,4-<iihydro. 1 //- 
isoquinolin-2-ylJ-3/y-quinazolin-4-cmc; or 

2.[5-(4,5-dihydro-3//-pyrrol-2-ylamino)-3,4-di1iydro-l//-isoquinolin.2 
3//-quinazolin-4-onc; or a pharmaceutical ly-acceptablc sail Ihcrcol' 
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30. A pharmaceulical coniposilioji coniprising a therapeutically cfrcctivc amount of at least one 
compound of Claim 1 in admixture with at least one phamiaceutically acceptable carrier. 

31. (Canceled) 

32. A method of treating a subject having a disease state that is alleviated by treatment with an 
alpha- 1 A/B adrenoceptor antagonist, which method comprises administering to the subject a 
therapeutically cfTcctivc amount of at least one compound of Claim 1 . 

33. (Canceled) 

34. The method . of Claim 32 wherein the disease state comprises disorders and symptoms of the 
urinary tract. 

35. The method of Claim 32 wherein the disease state comprises improvement of sexual 
dysfunction. 

36. The method of Claim 32 wherein the disease state comprises benign pnistatic hypertrophy and 
the irritative symptoms associated with benign prostatic hypertrophy. 

37. The method of Claim 32 wherein the disease state cimipriscs pain. 

38. The method of Claim 37 wherein the disease state comprises inflammatory pain, neuropathic 
pain, cancer pain, acute pain, chronic pain, or complex regional pain syndromes. 

39. (Canceled) 

40. A compound having the formula, 

CiUF.RNn3:#l23()41 vl - R0D79C: - Atin;inlni<snl 12-05-03 26 



01/05/04 MON 19:59 [TX/RX NO 5648] @028 



ROCHE BIOSCIENCE PRT 



ID:6508555322 



JflN 05 '04 



16:50 No. 001 P. 29 



< Ameiidment 
USSN 10/040,319 



AUomcy Docket R0079C-REG 




R 



,3 



wherein: 

X is carbon or nitrogen; 

Y is carbon; and X-Y considered logcLhcr arc two adjoining atoms ol thc ring A, said ring 

being selected from u fused benzo, pyrrolyl, imidu/olyl, pyridyl, or pyrimidinyl ring; 
wherein when X is nitrogen, the bond between atoms X and Y is a single bond, and 
when X is carbon^ the bond bclwccn atoms X and Y is double bund; and 

R^, R-^, and R"* arc each independently in each occuiTcncc selected from: 
hydrogen; lower alkyl; 

hydroxy; hydroxyalkyl; alkoxy; alkoxyalkyl; 
halo; haloalkyi; cyano; cyanoalkyi; 
cyclopcntyl, cyclohcxyl, or cycloheptyl; 

phenyl, phenyl(lower alkyl), pyridyl, pyridyl(lower alkyl) pyrimidinyl, 

pyrimidinyl(lower alkyl), pyrazinyl, pyrazinyl (lower alkyl), pynolyl, 
pyrrolyl(lower alkyl), imida/olyl, imida/.oIyI(lower alkyl), andnaplhyl, each 
of said aryl and heleroaryl rings in turn optionally substituted with one to two 
halogen, lower alkoxy, lower alkyl, trifluoromethyl, methylthiol, and/or 
amino; 

tnorphoHnyl, morpholinyl(lowcr alkyl), piperidinyl, pipcridinyl(lower alkyl), 

piperazinyl, pipera7.inyl(lower alkyl) pyrroHdinyl, pyrrolidinyI(lowcr alkyl), 
imidd/,olidinyI, imidazolidinyl(lowcr alkyl), iclrahydrofuryl, 
IclrahydofiiryKlowcr alkyl), and l-H-pyrimidinC"2,4-dionc, each of said 
hctcjx)cyclic rings in turn optionally substituted with one to two of hydroxy, 
oxo, lower alkoxy, hydroxy(lower alkyl), and/or phenyl, said phenyl in turn 
optionally substituted with one or two substilucnts selected from the group 
consisting of lower alkyl, J)alogen, cyano and lower alkoxy; 
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-(Cl]2)o.3NJOR^ -SOaNK'Jl^ -C(0)R*; -C(=N11)-NR»R^ -N-C(-NH).R"; and 
-N-CR'^NR'R"; 

or K^antl Uiken logelher form a fused pyridyl «r a methylenedioxy or ethylenedioxy 
group to form a fused heterocyclic ring; 

with the proviso that if A is a benzene ring, at least one of R^, R^ or R^ is not 
hydrogen; 

K and are individually selected from hydrogen, lower alkyl. lower alkoxy, hydroxyalkyl, 
phenyl, phcnyl(lowcr alkyl), pyridyl, pyridyl(k>wcr alkyl), pyiTulidinyl, furyl, 
imidu/olidinyl, piperidinyl, cyclohulyl, cyclopentyl, cyclohexyl, cycloheptyl, 
mon^holinyli said rings in turn optionally substituted with lower alkyl, lower alkoxy, 
cyano(lowcr alkyl), 5,6-dihydro-2/Mhiazin-3-yl; 

or allcrnalivcly, R' and R" logctlicr.wilh the nili-ogcn lo which they arc attached may form a 
pipcridinyl or morpholinyl ring optionally substituted with one or two substituents 
selected from the group consisting of lower alkyl, lower alkoxy, cyano, or 
cyano(lowcr alkyl). 

41 . A compound according lo claim 40, in which X is carbon and A is a fused aryl, pyridyl, or 
pyrimidinyl ring, 
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